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Concurrent chemoradiation is the preferred treatment 
modality in Stage III Non small cell lung cancer. 

Median OS of 18-30 months 

5year survival of 20-30%



Unmet need in terms of survival for most of these patients
Radiation pneumonitis is dose limiting toxicity in patients 

undergoing chemo radiation
Most study had V20<35% as cut off



Objectives- To assess the effect of grade ≥2 pneumonitis on PROs with 
Durvalumab in the PACIFIC trial.

Aim- Investigate whether the occurrence of grade ≥2 pneumonitis 
during the study impacted the tolerability of Durvalumab from a patient 
perspective



 Included
 Mean dose to the lung was less than 20 Gy, 
 The V20 (the volume of lung parenchyma that received 20 Gy or more) was 

less than 35%, or both

 Excluded
Grade 2 or higher pneumonitis from previous chemoradiotherapy



Assessments  
 Pneumonitis was investigator assessed and defined as focal or diffuse 

inflammation of the lung parenchyma – diagnoses of acute interstitial 
pneumonitis, interstitial lung disease, pulmonary fibrosis, alveolitis, diffuse 
alveolar damage, and radiation-pneumonitis were included.

 Serologic, immunologic, and histologic testing were recommended in the 
protocol to rule out other possible etiologies. 

 PROs were assessed with paper-based questionnaires (EORTC QLQ-C30 and 
QLQ-LC13) administered at the time of random assignment to study Tx 
(baseline), Week 4, Week 8, every 8 weeks until Week 48, then every 12 weeks 
until progression. 



 This exploratory, post hoc analysis was based on the ITT population

 Changes in PRO scores from baseline were summarized according to the 
presence/absence of Grade ≥2 pneumonitis. 
A clinically meaningful difference was defined as a ≥10-point increase 

(worsening for symptoms) or decrease (improvement for symptoms).
 Changes in scores were assessed at Weeks 16 and 24 to reflect the typical 

timeframe of pneumonitis occurrence.



 Two sets of covariates were used to account for possible correlation of grade 
≥2 pneumonitis with baseline factors: 
Model 1 (base model): trial stratification factors (age, sex, and smoking 

history). 
Model 2: the base model + additional baseline prognostic factors.





 Most patients in PACIFIC experienced at least one AE (durvalumab 96.8%; placebo 
94.9%);  

 Any-grade pneumonitis was the most common, occurring in 33.9% and 24.8% of 
patients with durvalumab and placebo, respectively.

 Grade ≥2 pneumonitis occurred in 19.7% of patients assigned to durvalumab and 
13.9% of patients assigned to placebo. 

 The most frequent adverse events leading to discontinuation of durvalumab and 
placebo were pneumonitis (in 6.3% and 4.3%, respectively)



Grade 1-14.2% and 10.9 (Durvalumab and placebo)
Grade 2 -16.3% and 10.9% (Durvalumab and placebo)
Grade 3/4 -3.4% and 3.0% (Durvalumab and placebo)



 Pneumonitis predominantly occurred with low-grade severity, and treatment 
benefit with Durvalumab was maintained regardless of the occurrence of 
pneumonitis

No clinically meaningful changes in scores for patient-reported outcomes were 
observed at Weeks 16 or 24 among patients assigned to durvalumab or 
placebo, regardless of whether they experienced grade ≥2 pneumonitis.

 In summary, up to 12 months of durvalumab therapy, administered following 
chemoradiotherapy, did not have a detrimental impact on patient QoL 
compared with placebo, irrespective of whether patients experienced grade ≥2 
pneumonitis.  





At the majority of timepoints, compliance rates remained >70% from baseline 
through Week 48 for both EORTC questionnaires regardless of assigned study 
Tx and the occurrence of grade ≥2 pneumonitis 

 Compliance rates were generally lower among patients who experienced grade 
≥2 pneumonitis (vs those without grade ≥2 pneumonitis) from Week 8 onward 
in both the durvalumab and placebo arms.





 Consistent with the ITT analysis, PRO scores remained stable over time (i.e
<10-point change in mean score vs baseline) in both the durvalumab and 
placebo arms, regardless of the occurrence of grade ≥2 pneumonitis

No clinically relevant (≥10-point) between-arm differences in the mean 
changes in scores from baseline were observed at Week 16 or Week 24 for any 
of the analysed PROs, irrespective of the occurrence of grade ≥2 pneumonitis





No important differences in TTD of physical functioning (C30), cough (LC13), 
or dyspnoea (LC13) were observed with durvalumab versus placebo in either 
of the models
Meanwhile, TTD was longer with durvalumab in both covariate models for the 

Global health status/QoL (C30), Chest pain (LC13), Haemoptysis (LC13)  



 Pneumonitis is dose limiting toxicity in concurrent chemoradiation. 
Addition of Durvalumab adds to toxicity 
 But in carefully selected patients (patients without grade 2 or higher 

pneumonitis post chemoradiation), Durvalumab can be safely administered 
without compromising survival outcomes and quality of life.
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